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DETAILED ACTION 
Status of the Application 

[1] Claims 1-2, 8, 15, and 28-29 are pending in the application. 
[2] Applicants' amendments to the claims, filed July 21 , 2004 and August 03, 2004, 
are acknowledged. The listing of the claims filed August 03, 2004 replaces all prior 
versions and listings of the claims. 

[3] Applicants' amendments to the specification, filed July 21 , 2004 and August 03, 
2004, are acknowledged. 

[4] Applicant's arguments filed July 21 , 2004 and August 03, 2004 have been fully 
considered and are deemed to be persuasive to overcome some of the rejections 
previously applied. Rejections and/or objections not reiterated from previous office 
actions are hereby withdrawn. 

[5] The text of those sections of Title 35 U .S. Code not included in the instant action 
can be found in a prior Office action. 



Lack of Unity 

[6] It is noted that the instant application has been filed under 35 U.S.C. 371 . In this 
case, claim 29 does not have unity of invention with the claims of the elected invention. 
In accordance with 37 CFR 1 .475, unity of invention exists where there is a claimed 
product, the first claimed method for making the product, and the first claimed method of 
using the product. 37 CFR 1.475 does not provide for the inclusion of multiple methods 
of use within the main invention. Therefore, in accordance with 37 CFR 1 .475, claim 29 
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is withdrawn from further consideration pursuant to 37 CFR 1 .142(b) as being drawn to 
a nonelected invention, there being no allowable generic or linking claim. 

Specification/Informalities 

[7] In view of the amendment to the specification, the objections to the specification 
as set forth in items [1 1]-[12] of the Office action mailed April 21 , 2004 are withdrawn. 

Claim Objections 

[8] Claim 28 is objected to as being grammatically incorrect. It is suggested that 
applicants amend the claims to recite "and" at the end of part (a) of claim 28. 

Claim Rejections - 35 USC § 112, Second Paragraph 

[9] In view of the amendment to the claims, the rejection of claim 1 6 under 35 
U.S.C. 112, second paragraph, as set forth in item [13] of the Office action mailed April 
21, 2004 is withdrawn. 

[10] Claim(s) 15 and 28 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

[a] Claim 15 is rejected in the recitation of "effective amount" as one of skill in the art 
could not determine specific values for the amount based on the disclosure. See In re 
Mattison, 509 F.2d 563, 184 USPQ 484 (CCPA 1975). The phrase "an effective 
amount" has been held to be indefinite when the claim fails to state the function which is 
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to be achieved and more than one effect can be implied from the specification or the 
relevant art. In re Fredericksen 213 F.2d 547, 102 USPQ 35 (CCPA 1954). 
[b] The method of claim 28 appears to be incomplete as the active step of "detecting 
the presence of any agonist activity in said sample" (claim 28, part (b)) provides no 
indication that the compound is being screened for agonist activity of the polypeptide of 
claim 1 . This active step can just as well indicate agonist activity of any other 
polypeptide that may be present in the sample. Furthermore, there is no indication that 
the agonist activity is due to the compound itself. It is suggested that applicants clarify 
the meaning of the claim. 



Claim Rejections - 35 USC § 101 

[11] The utility rejection of claims 1-2, 8, 15, and 28 under 35 U.S.C. 101 and the 
corresponding enablement rejection of claims 1-2, 8, 15, and 28 under 35 U.S.C. 112, 
first paragraph, are maintained for the reasons of record as set forth in items [14] and 
[15] of the Office action mailed April 21, 2004 and for the reasons stated below. 
[12] RESPONSE TO ARGUMENTS: Applicants argue the claims are not drawn to 
methods of diagnosis, treatment, or prevention and assert the specification provides 
sufficient guidance regarding therapeutic indications for use of the claimed polypeptide. 
Applicants argue the specification teaches that NyABP expression is associated with 
"proliferative, neuronal, inflamed, and cancerous tissues and tissues of the reproductive 
system" and appears to play a role in reproductive, immune, and neurological disorders, 
and cell proliferative disorders." Applicants further argue that specific diseases that may 



Application/Control Number: 09/889,616 Page 5 

Art Unit: 1652 

be treated or prevented using the claimed polypeptide are disclosed in the specification. 
Applicants' argument is not found persuasive. 

It is acknowledged that the claims are not drawn to methods of diagnosis, 
treatment, or prevention. The issue is whether or not the asserted utility of the claimed 
polypeptide is substantial and specific. The examiner maintains the position that further 
research is required to use the claimed polypeptide "in the diagnosis, treatment, and 
prevention of reproductive, immune, and neurological disorders, and cell proliferative 
disorders including cancer" and as being useful "in the diagnosis, prevention, and 
treatment of reproductive, immune, and neurological disorders, and cell proliferative 
disorders including cancer." The specification provides no indication as to how NuABP 
expression is associated with any "proliferative, neuronal, inflamed, and cancerous 
tissues and tissues of the reproductive system" or what role the polypeptide "appears to 
play" in any "reproductive, immune, and neurological disorders, and cell proliferative 
disorders." Further, while it is acknowledged that specific diseases are disclosed in the 
specification that can allegedly be treated or prevented by administering the claimed 
polypeptide, it is noted that this list of diseases is exhaustive and non-specific and the 
specification provides no specific guidance as to how one of skill in the art can treat or 
prevent any of the disclosed diseases. In this case, the specification fails to reasonably 
correlate the biological activity - if any - of the claimed polypeptide to a disease 
condition. As such, one must determine those diseases - if any - that can be treated or 
prevented using the claimed polypeptide and must further determine routes of 
administration, formulations of the polypeptide, and dosages of the polypeptide that can 
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be used to treat or prevent a disease. As the specification fails to provide this necessary 
guidance, the claimed polypeptide is not useful in "currently available form." 

Applicants argue the specification provides sufficient guidance regarding 
methods of therapeutic use of the claimed polypeptide. Applicants argue the 
specification provides sufficient guidance regarding administration of the polypeptide, 
formulations and preparations, and dosage. Applicants' argument is not found 
persuasive. 

As stated above, the specification fails to provide any specific guidance for 
treating or preventing any of the disclosed disease states. Further, the general guidance 
provided in the specification regarding routes of administration and dosage fails to 
provide the specific guidance that is necessary for treating or preventing a disease 
state. In this case, further research is required to determine which of those routes of 
administration and dosage can be used to successfully treat or prevent a disease - if 
any at all. 

Applicants argue the specification provides guidance regarding use of the 
claimed polypeptides in methods of screening compounds for effectiveness as an 
agonist or antagonist. Applicants' argument is not found persuasive. 

The asserted use of the claimed polypeptide in methods for screening 
compounds is neither substantial nor specific. This utility is not specific as any 
polypeptide can be used for screening for agonist and antagonist compounds - this 
utility applies to the general class of polypeptides. Further, methods for using the 
claimed polypeptide to identify modulators of its activity also have no substantial utility 
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as neither the claimed polypeptide nor modulators identified by the claimed methods 
have a substantial asserted utility. 

Claim Rejections - 35 USC § 112, First Paragraph 
[13] The written description rejection of claims 1, 8, 15, and 28 under 35 U.S.C. 112, 
first paragraph, is maintained for the reasons of record as set forth in item [16] of the 
Office action mailed April 21 , 2004 and for the reasons stated below. 
[14] RESPONSE TO ARGUMENTS: Applicants argue the specification, in addition to 
the polypeptide of SEQ ID NO:19, describes additional representative species of the 
genus of claimed polypeptides and discloses methods by which percent identity 
between amino acid sequences can be determined. Applicants further argue the genus 
of claimed polypeptides is not widely variant with respect to structure and function as ail 
members of the genus allegedly share structural and/or functional similarities and, as 
such, the specification describes distinguishing attributes and features of all species of 
claimed polypeptides. Applicants' argument is not found persuasive. 

Contrary to applicants' assertion, the specification discloses only a single 
representative species of the genus of claimed polypeptides, which encompasses 
species that are widely variant with respect to both structure and function. Regarding 
the number of representative species, the specification fails to disclose the structures of 
any other polypeptide species encompassed by the claimed genus. Instead, the 
specification "describes" additional members of the genus by percentage identity 
language, Le^ "90% sequence identity to the amino acid sequence of SEQ ID NO: 19" or 
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fragment language, Le^ a polypeptide fragment comprising at least 30 contiguous 
amino acids. However, the single representative species of SEQ ID NO: 19 fails to 
represent the genus of claimed variants of SEQ ID NO: 19 as recited in parts (b) and (c) 
of claim 1 , particularly in view of the lack of correlation between the structure and 
function of the species of the claimed genus. In this case, the species encompassed by 
the genus of polypeptides of claim 1, part (b) can have any function and any structure 
that is at least 90% identical to SEQ ID NO:19, including any insertions, deletions, 
additions, and substitutions that fall within the 90% identity limitation. Further, the 
species encompassed by the genus of polypeptides of claim 1 , part (c) can have any 
function and any structure as long as it comprises at least 30 contiguous amino acids of 
SEQ ID NO:19. As such, the structures and functions of the polypeptide species 
encompassed by the genus are widely variant. MPEP § 2163 states that when there is 
substantial variation within the genus, one must describe a sufficient variety of species 
to reflect the variation within the genus. However, the single disclosed species, Le^ 
SEQ ID NO:19 fails to reflect such variation. Consequently, the genus of claimed 
polypeptides is not adequately described by the specification. 
[15] Even if applicants demonstrate the polypeptide of SEQ ID NO: 19 has a specific 
and substantial or a well-established utility, the scope of enablement rejection of claims 
1, 8, 15, and 28 under 35 U.S.C. 112, first paragraph, is maintained for the reasons of 
record as set forth in item [1 7] of the Office action mailed April 21 , 2004 and for the 
reasons stated below. 
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[16] RESPONSE TO ARGUMENTS: Applicants argue the full scope of the claimed 
polypeptides can be made and used without undue experimentation, specifically arguing 
that the claims are commensurate in scope with the disclosure, the specification 
provides guidance on how to make and use the claimed invention, the claimed 
polypeptides share functional similarities, the state of the art demonstrates that making 
and using the claimed polypeptides is within the scope of routine experimentation, and 
the amount of experimentation performed by the skilled artisan is routine. Applicants' 
argument is not found persuasive. 

In response to applicants' argument that the claims are commensurate in scope 
with the disclosure, while it is acknowledged that the specification discloses that the 
invention encompasses polypeptides "having at least 90% sequence identity to SEQ ID 
NO:19" and "polypeptide fragments comprising at least 30 contiguous amino acids of 
SEQ ID NO:19." However, as stated in a previous Office action, the breadth of the 
claims is not commensurate in scope with the enablement provided by the specification. 
The polypeptide of claim 1 part (b) broadly encompass any polypeptide having any 
alterations (substitution(s), insertion(s), deletion(s), and/or addition(s)) within the recited 
90% identity limitation and having any function. The polypeptide of claim 1 part (c) 
encompasses any polypeptide comprising any 30 contiguous amino acids of SEQ ID 
NO:19 and having any function. However, the specification provides only a single 
working example of the claimed polypeptide, Le^ SEQ ID NO:19 and fails to provide 
guidance regarding which of the vast number of polypeptides encompassed by claim 1 
would have the biological activity of SEQ ID NO: 19. 
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In response to applicants' argument that the specification provides guidance on 
how to make and use the full scope of claimed polypeptides, the examiner 
acknowledges applicants' examples of "how to make" in the specification, however, the 
specification fails to teach how to make variants of SEQ ID NO: 19 that maintain the 
same biological activity. For example, the specification fails to provide guidance such as 
those amino acids of SEQ ID NO:19 that are conserved and those that can be replaced 
without affecting biological activity and fails to teach those amino acids that are involved 
in DNA binding. Further, the specification fails to provide guidance for using the full 
scope of claimed polypeptides, which, as stated above, includes polypeptides that do 
not have the biological activity of SEQ ID NO:19, encompassing polypeptides that have 
an activity other than that of SEQ ID NO:19 and polypeptides that are non-functional. It 
is unclear from the specification as to how one would use, for example, a non-functional 
polypeptide, for screening for modulators, or in the diagnosis, treatment, or prevention 
of disorders, particularly as the specification fails to enable a skilled artisan to use even 
SEQ ID NO:19 in the diagnosis, treatment, or prevention of disorders. Thus, the 
specification fails to provide guidance for making and using the full scope of claimed 
polypeptides. 

In response to applicants' argument that the claimed polypeptides share 
functional similarities, while it is acknowledged that the specification provides guidance 
for screening polypeptides for the ability to stimulate transcription, the scope of claimed 
polypeptides is not limited to those that have the biological activity of SEQ ID NO: 19 
and instead encompasses polypeptides that have any biological activity, including those 
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that have no biological activity and the specification fails to provide guidance for making 
and using polypeptides having any biological activity. 

In response to applicants' argument that the state of the art demonstrates that 
making and using the claimed polypeptides is within the scope of routine 
experimentation, while it is acknowledged that the specification teaches methods for 
isolation, the state of the art at the time of the invention acknowledged the high level of 
unpredictability in altering the amino acid sequence of a polypeptide with an expectation 
of maintaining the desired biological activity. Such is evidenced by Branden et al. 
("Introduction to Protein Structure", Garland Publishing Inc., New York, 1991), who 
teach "[p]rotein engineers frequently have been surprised by the range of effects 
caused by single mutations that they hoped would change only one specific and simple 
property in enzymes" and "[t]he often surprising results of such experiments reveal how 

little we know about the rules of protein stability they also serve to emphasize how 

difficult it is to design de novo stable proteins with specific functions" (page 247). The 
teachings of Branden et al. are exemplified by Witkowski et al. (Biochemistry 38:1 1 643- 
1 1 650) who teach that a single amino acid substitution results in conversion of the 
parent polypeptide's activity from a beta-ketoacyl synthase to a malonyl decarboxylase 
(see e.g., Table 1, page 1 1647). As evidenced by these references, there was a high 
level of unpredictability in the state of the art for altering a protein's sequence at the time 
of the invention. In view of these references, a skilled artisan would recognize that the 
amount of experimentation required to make all variants of given polypeptide with an 
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expectation of maintaining the biological activity of the "parent" polypeptide would not be 
routine. 

In response to applicants' argument that the amount of experimentation 
performed by the skilled artisan is routine, contrary to applicants' arguments, it is noted 
that the claimed polypeptides are not limited to those that are human nucleic acid 
binding proteins. Instead, the claims broadly encompass polypeptides having any 
biological activity. Even assuming arguendo the scope of polypeptides of parts (b) and 
(c) of claim 1 were limited to those that have nucleic acid binding activity, the 
specification would not enable the full scope of these polypeptides as there is a high 
level of unpredictability in altering a polypeptide sequence with an expectation of 
maintaining the biological activity of the parent polypeptide as evidenced by Branden et 
al. and Witkowski et al. Further, the specification fails to provide the necessary guidance 
for altering the polypeptide of SEQ ID NO:19 with an expectation of maintaining nucleic 
acid binding activity. While methods of screening polypeptides for those having 
transcription-activating activity were known in the art at the time of the invention, it was 
not routine to screen the vast number of polypeptides broadly encompassed by the 
scope of the claims. In view of the overly broad scope of the claims, the lack of 
guidance and working examples provided in the specification, the high level of 
unpredictability as evidenced by the prior art, and the significant amount of 
experimentation required to make and use the polypeptides, undue experimentation 
would be necessary for a skilled artisan to make and use the entire scope of the 
claimed invention. 
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Claim Rejections - 35 USC § 102 

[17] In view of the amendment to the claims, the rejection of claims 1 and 1 5 under 35 
U.S.C. 102(b) as being anticipated by Sigma Chemical Company 1993 Catalog is 
withdrawn. 



Claim Rejections - 35 USC § 103 
[18] In view of the amendment to the claims, the rejection of claim 8 under 35 
U.S.C. 103(a) as being unpatentable over Sigma Chemical 1993 Catalog in view of 
Parish et al. is withdrawn. 



Conclusion 

[1 9] Status of the claims: 

• Claims 1-2, 8, 15, and 28-29 are pending. 

• Claims 1-2, 8, 15, and 28-29 are rejected. 

• No claim is in condition for allowance. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to David Steadman, whose telephone number is (571 ) 
272-0942. The Examiner can normally be reached Monday-Friday from 7:00 am to 5:00 
pm. If attempts to reach the Examiner by telephone are unsuccessful, the Examiner's 
supervisor, Ponnathapura Achutamurthy, can be reached at (571) 272-0928. The FAX 
number for submission of official papers to Group 1600 is (703) 872-9306. Draft or 
informal FAX communications should be directed to (571 ) 273-0942. Any inquiry of a 
general nature or relating to the status of this application or proceeding should be 
directed to the Art Unit receptionist whose telephone number is (703) 308-0196. 



David J. Steadman, Ph.D. 
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